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1 CC GCT GGG CGT AGC 

15 TGC GAC TCG GCG GAG TCC CGG CGG CGC GTC CTT GTT CTA ACC CGG CGC GCC 
l<-- Leader sequence 

Met Thr Val Ala Arg Pro Ser Val Pro Ala Ala Leu Pro Leu Leu Gly Glu 17 

66 ATG ACC GTC GCG CGG CCG AGC GTG CCC GCG GCG CTG CCC CTC CTC GGG GAG 

Leu Pro Arg Leu Leu Leu Leu Val Leu Leu Cys Leu Pro Ala Val Trp Gly 34 
117 CTG CCC CGG CTG CTG CTG CTG GTG CTG TTG TGC CTG CCG GCC GTG TGG GGT 
<- sushi 1 

|<-- mature sequence (first 16 amino acids sequenced) 

Asp Cys Gly Leu Pro Pro Asp Val Pro Asn Ala Gin Pro Ala Leu Glu Gly 51 
168 GAC TGT GGC CTT CCC CCA GAT GTA CCT AAT GCC CAG CCA GCT TTG GAA GGC 

Arg Thr Ser Phe Pro Glu Asp Thr Val lie Thr Tyr Lys Cys Glu Glu Ser 68 
219 CGT ACA AGT TTT CCC GAG GAT ACT GTA ATA ACG TAC AAA TGT GAA GAA AGC 

Phe Val Lys lie Pro Gly Glu Lys Asp Ser Val lie Cys Leu Lys Gly Ser 85 

2 70 TTT GTG AAA ATT CCT GGC GAG AAG GAC TCA GTG ATC TGC CTT AAG GGC AGT 

sushi 1 ->| I sushi 2 
Gin Trp Ser Asp lie Glu Glu Phe Cys Asn Arg Ser Cys Glu Val Pro Thr 102 
321 CAA TGG TCA GAT ATT GAA GAG TTC TGC AAT CGT AGC TGC GAG GTG CCA ACA 

Arg Leu Asn Ser Ala Ser Leu Lys Gin Pro Tyr lie Thr Gin Asn Tyr Phe 119 
372 AGG CTA AAT TCT GCA TCC CTC AAA CAG CCT TAT ATC ACT CAG AAT TAT TTT 

Pro Val Gly Thr Val Val Glu Tyr Glu Cys Arg Pro Gly Tyr Arg Arg Glu 13 6 
423 CCA GTC GGT ACT GTT GTG GAA TAT GAG TGC CGT CCA GGT TAC AGA AGA GAA 

Pro Ser Leu Ser Pro Lys Leu Thr Cys Leu Gin Asn Leu Lys Trp Ser Thr 153 

474 CCT TCT CTA TCA CCA AAA CTA ACT TGC CTT CAG AAT TTA AAA TGG TCC ACA 

sushi 2->| |<- sushi 3 

Ala Val Glu Phe Cys Lys Lys Lys Ser Cys Pro Asn Pro Gly Glu lie Arg 17 0 

525 GCA GTC GAA TTT TGT AAA AAG AAA TCA TGC CCT AAT CCG GGA GAA ATA CGA 

Asn Gly Gin lie Asp Val Pro Gly Gly lie Leu Phe Gly Ala Thr lie Ser 187 
576 AAT GGT CAG ATT GAT GTA CCA GGT GGC ATA TTA TTT GGT GCA ACC ATC TCC 

Phe Ser Cys Asn Thr Gly Tyr Lys Leu Phe Gly Ser Thr Ser Ser Phe Cys 2 04 
627 TTC TCA TGT AAC ACA GGG TAC AAA TTA TTT GGC TCG ACT TCT AGT TTT TGT 

sushi 3 ->j 

Leu lie Ser Gly Ser Ser Val Gin Trp Ser Asp Pro Leu Pro Glu Cys Arg 221 
678 CTT ATT TCA GGC AGC TCT GTC CAG TGG AGT GAC CCG TTG CCA GAG TGC AGA 
|<- sushi 4 

Glu lie Tyr Cys Pro Ala Pro Pro Gin lie Asp Asn Gly lie lie Gin Gly 238 
729 GAA ATT TAT TGT CCA GCA CCA CCA CAA ATT GAC AAT GGA ATA ATT CAA GGG 



Fig, 10 (part 1 of 2) 
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1231 AAAATACACACAAGTATACAGACTGTTCCTAGTTTCTTAGACTTATCTGCATATTGGATAAAATAAA 
1298 TGCAATTGTGCTCTTCATTTAGGATGCTTTCATTGTCTTTAAGATGTGTTAGGAATGTCAACAGAGC 
1365 AAGGAGAAAAAAGGCAGTCCTGGAATCACATTCTTAGCACACCTACACCTCTTGAAAATAGAACAAC 
1432 TTGCAGAATTGAGAGTGATTCCTTTCCTAAAAGTGTAAGAAAGCATAGAGATTTGTTCGTATTTAGA 
14 99 ATGGGATCACGAGGAAAAGAGAAGGAAAGTGATTTTTTTCCACAAGATCTGTAATGTTATTTCCACT 
1566 TATAAAGGAAATAAAAAATGAAAAACATTATTTGGATATCAAAAGCAAATAAAAACCCAATTCAGTC 
1633 TCTTCTAAGCAAAATTGCTAAAGAGAGATGAACCACATTATAAAGTAATCTTTGGCTGTAAGGCATT 
1700 TTCATCTTTCCTTCGGGTTGGCAAAATATTTTAAAGGTAAAACATGCTGGTGAACCAGGGGTGTTGA 
1767 TGGTGATAAGGGAGGAATATAGAATGAAAGACTGAATCTTCCTTTGTTGCACAAATAGAGTTTGGAA 
1834 AAAGCCTGTGAAAGGTGTCTTCTTTGACTTAATGTCTTTAAAAGTATCCAGAGATACTACAATATTA 
1901 ACATAAGAAAAGATTATATATTATTTCTGAATCGAGATGTCCATAGTCAAATTTGTAAATCTTATTC 
1968 TTTTGTAATATTTATTTATATTTATTTATGACAGTGAACATTCTGATTTTACATGTAAAACAAGAAA 
2 035 AGTTGAAGAAGATATGTGAAG AAAAATGTATTTTTCCTAAATAGAAATAAATGATCCCATTTTTTGG 
2102 T 



Fig, 10 (part 2 of 2) 
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1 TTTAAACGGGCCCTCTAGACTCGAGCGGCCGCTGCCCATCTTGTCGTCGTCGTCCTTGTAGTCG 
65 TGCATGTGGTGGTGGTGGTGGTGGTTAACCATGGTGGCGGGCCGCCACTGTGCTGGATATCTGCAGA 
132 ATTCGATGGGCGTAGCTGCGACTCGGCGGAGTCCCGGCGGCGCGTCCTTGTTCTAACCCGGCGCGCC 

Met Thr Val Ala Arg Pro Ser Val Pro Ala Ala Leu Pro Leu Leu Gly Glu 17 
199 ATG ACC GTC GCG CGG CCG AGC GTG CCC GCG GCG CTG CCC CTC CTC GGG GAG 

Leu Pro Arg Leu Leu Leu Leu Val Leu Leu Cys Leu Pro Ala Val Trp Gly 34 
250 CTG CCC CGG CTG CTG CTG CTG GTG CTG TTG TGC CTG CCG GCC GTG TGG GGT 

Asp Cys Gly Leu Pro Pro Asp Val Pro Asn Ala Gin Pro Ala Leu Glu Gly 51 
301 GAC TGT GGC CTT CCC CCA GAT GTA CCT AAT GCC CAG CCA GCT TTG GAA GGC 

Arg Thr Ser Phe Pro Glu Asp Thr Val lie Thr Tyr Lys Cys Glu Glu Ser 68 
352 CGT ACA AGT TTT CCC GAG GAT ACT GTA ATA ACG TAC AAA TGT G7^ GAA AGC 

Phe Val Lys lie Pro Gly Glu Lys Asp Ser Val lie Cys Leu Lys Gly Ser 8 5 
403 TTT GTG AAA ATT CCT GGC GAG AAG GAC TCA GTG ATC TGC CTT AAG GGC AGT 

Gin Trp Ser Asp lie Glu Glu Phe Cys Asn Arg Ser Cys Glu Val Pro Thr 102 
4 54 CAA TGG TCA GAT ATT GAA GAG TTC TGC AAT CGT AGC TGC GAG GTG CCA ACA 

Arg Leu Asn Ser Ala Ser Leu Lys Gin Pro Tyr lie Thr Gin Asn Tyr Phe 119 
505 AGG CTA AAT TCT GCA TCC CTC AAA CAG CCT TAT ATC ACT CAG AAT TAT TTT 

Pro Val Gly Thr Val Val Glu Tyr Glu Cys Arg Pro Gly Tyr Arg Arg Glu 136 
556 CCA GTC GGT ACT GTT GTG GAA TAT GAG TGC CGT CCA GGT TAC AGA AGA GAA 

Pro Ser Leu Ser Pro Lys Leu Thr Cys Leu Gin Asn Leu Lys Trp Ser Thr 153 
607 CCT TCT CTA TCA CCA AAA CTA ACT TGC CTT CAG AAT TTA AAA TGG TCC ACA 

Ala Val Glu Phe Cys Lys Lys Lys Ser Cys Pro Asn Pro Gly Glu lie Arg 170 
658 GCA GTC GAA TTT TGT AAA AAG AAA TCA TGC CCT AAT CCG GGA GAA ATA CGA 

Asn Gly Gin lie Asp Val Pro Gly Gly lie Leu Phe Gly Ala Thr He Ser 187 
709 AAT GGT CAG ATT GAT GTA CCA GGT GGC ATA TTA TTT GGT GCA ACC ATC TCC 

Phe Ser Cys Asn Thr Gly Tyr Lys Leu Phe Gly Ser Thr Ser Ser Phe Cys 204 
7 60 TTC TCA TGT AAC ACA GGG TAC AAA TTA TTT GGC TCG ACT TCT AGT TTT TGT 



Fig, 11 (part 1 of 2) 



SUBSTTTUTE SHEET (RULE 26) 




09 / 



WO 99/43800 PCT/GB99/00582 



23/23 



Leu 
811 CTT 


He 
ATT 


Ser 
TCA 


Gly 
GGC 


Ser 
AGC 


Ser 
TCT 


Val 
GTC 


Gin 
CAG 


Trp 
TGG 


Ser 
AGT 


Asp 
GAC 


Pro 
CCG 


Leu 
TTG 


Pro 
CCA 


Glu 
GAG 


Cys 
TGC 


Arg 
AGA 


221 


Glu 
862 GAA 


He 
ATT 


Tyr 
TAT 


Cys 
TGT 


Pro 
CCA 


Ala 
GCA 


Pro 
CCA 


Pro 
CCA 


Gin 
CAA 


He 
ATT 


Asp 
GAC 


Asn 
AAT 


Gly 
GGA 


He 
ATA 


He 
ATT 


Gin 
CAA 


Gly 
GGG 


238 


Glu Arg 
913 GAA CGT 


Asp 
GAC 


His 
CAT 


Tyr 
TAT 


Gly 
GGA 


Tyr 
TAT 


Arg 
AGA 


Gin 
CAG 


Ser 
TCT 


Val 
GTA 


Thr 
ACG 


Tyr 
TAT 


Ala 
GCA 


Cys 
TGT 


Asn 
AAT 


Lys 
AAA 


255 


Gly 
964 GGA 


Phe 
TTC 


Thr 
ACC 


Met 
ATG 


He 
ATT 


Gly 
GGA 


Glu 
GAG 


His 
CAC 


Ser 
TCT 


He 
ATT 


Tyr 
TAT 


Cys 
TGT 


Thr 
ACT 


Val 
GTG 


Asn 
AAT 


Asn 
AAT 


Asp 
GAT 


272 


Glu 
1015GAA 


Gly 
GGA 


Glu 
GAG 


Trp 
TGG 


Ser 
AGT 


Gly 
GGC 


Pro 
CCA 


Pro 
CCA 


Pro 
CCT 


Glu 
GAA 


Cys 
TGC 


Arg 
AGA 


Gly 
GGA 


Lys 
AAA 


Ser 
TCT 


Leu 
CTA 


Thr 
ACT 


289 


Ser 
1066TCC 


Lys 
AAG 


Val 
GTC 


Pro 
CCA 


Pro 
CCA 


Thr 
ACA 


Val 
GTT 


Gin 
CAG 


Lys 
AAA 


Pro 
CCT 


Thr 
ACC 


Thr 
ACA 


Val 
GTA 


Asn 
AAT 


Val 
GTT 


Pro 
CCA 


Thr 
ACT 


306 


Thr 
1117ACA 


Glu 
GAA 


Val 
GTC 


Ser 
TCA 


Pro 
CCA 


Thr 
ACT 


Ser 
TCT 


Gin 
CAG 


Lys 
AAA 


Thr 
ACC 


Thr 
ACC 


Thr 
ACA 


Lys 
AAA 


Thr 
ACC 


Thr 
ACC 


Thr 
ACA 


Pro 
CCA 


323 


Asn 
1168AAT 


Ala 
GOT 


Gin 
CAA 


Ala 
GCA 


Thr 
ACA 


Arg 
CGG 


Ser 
AGT 


Thr 
ACA 


Pro 
CCT 


Val 
GTT 


Ser 
TCC 


Arg 
AGG 


Thr 
ACA 


Thr 
ACC 


Lys 
AAG 


His 
CAT 


Phe 
TTT 


340 


His 
1219CAT 


Glu 
GAA 


Thr 
ACA 


Thr 
ACC 


Pro 
CCA 


Asn 
AAT 


Lys 
AAA 


Gly 
GGA 


Ser 
AGT 


Gly 
GGA 


Thr 
ACC 


Thr 
ACT 


Ser 
TCA 


Gly 
GGT 


Thr 
ACT 


Thr 
ACC 


Arg 
CGT 


357 


Leu 
1270CTT 


Leu 
CTA 


Ser 
TCT 


Gly 
GGG 


His 
CAC 


Thr 
ACG 


Cys 
TGT 


Phe 
TTC 


Thr 
ACG 


Leu 
TTG 


Thr 
ACA 


Gly 
GGT 


Leu 
TTG 


Leu 
CTT 


Gly 
GGG 


Thr 
ACG 


Leu 
CTA 


374 



Val Thr Met Gly Leu Leu Thr Stop 
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